series of cell-based assays were used to categorize the effects the purine library members would have on C2C12 cells. Although the original screen was designed to identify molecules that induced cell cycle arrest and therefore myogenic differentiation in the C2C12 system, the unexpected morphological effects and lack of any observable cytotoxicity of myoseverin ( Figure 1B) prompted further investigation. The screens took advantage of the facts that muscle differentiation can be assayed morphologically ( Figure 1C ) and that several inhibitors of the yeast Cdk homolog were identified in the library of purines that was screened [6, 11] . Muscle cells grown in the presence of growth factors will remain in a proliferative single-cell state [12] . Switching the cells to a deprived media of growth factors induces myogenic differentiation [13] . Myogenic differentiation is characterized by the formation of multi-nucleated myotubes that result from cell fusion and elongation. This morphological difference is readily observed with phase contrast and immunofluorescence microscopy and is also monitored by the expression of specific differentiated-muscle cell markers such as myosin heavy chain, MyoD, Myf5, and surface marker acetycholine receptor (AchR) [14] [15] [16] .
Myotube Fragmentation Generates Mononuclear Cells Derived from Multinucleated Myotubes
A dose response curve of myoseverin's effect reported a bioactivity for myotube disassembly for a 24 hr treatment to be 11 Ϯ 4 M, referred to as the intracellular concentration at which 50% of the myotubes had disassembled (IC 50 ). Immunofluorescence microscopy was performed in order to assess how the morphological changes observed were related to changes in cytoskele- 
